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Erythema multiforme (EM) is an acute inflammatory disorder that affects skin and mucous membranes or both. The precipitating and triggering factors are divided into two large categories, infection and drugs. Other occasional factors include malignancy, vaccination, autoimmune disease, and radiotherapy. Infections commonly include Herpes simplex virus infection (Types 1 and 2), tuberculosis and histoplasmosis. Causative drugs comprise barbiturates, sulfonamides, and antiseizure medications such as carbamazepine and phenytoin. Vaccinations include *Bacillus* Calmette--Guérin, Diphtheria - Pertussis - Tetanus, measles-mumps-rubella, hepatitis B, meningitis, smallpox, human papillomavirus, pneumococcal, and rabies.\[[@ref1]\] Based on the severity and the number of mucosal sites involved the disease has been subclassified into EM minor and major. Typical target skin lesions are necessary along with mucosal ulcerations to consider diagnosing them as EM minor and major. A severe variant termed Stevens--Johnson syndrome usually involves the skin extensively.\[[@ref2]\] Many investigators have reported cases of oral mucosal ulcerations and lip lesions typical of EM without any skin lesions. They have classified them into a new category called oral EM.\[[@ref3]\] It has been reported that even if the primary attacks of oral EM are confined to the oral mucosa, the subsequent attacks can produce more severe forms of EM involving the skin. Hence, it is important to identify and distinguish them from other ulcerative disorders involving oral cavity for early management and proper follow-up.\[[@ref4][@ref5]\] Trimethoprim-sulfamethoxazole (TMP/SMX) is a widely prescribed antibiotic for the management of several uncomplicated infections. It is prescribed in many parts of rural India and many general dental practitioners do not know about this drug. We herein report a female with acute pyelonephritis who developed oral EM while receiving TMP/SMX therapy.
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A 20-year-old female presented with complaint of superficial erosions and burning sensation in oral cavity for 5 days, swelling, crusting, and bleeding over lips and difficulty in swallowing for 4 days. Eight days back she was started on oral TMP/SMX (160/800 mg \[1 double strength tablet\] twice daily by a private physician for urinary tract infection). There was no history of abdominal pain, urinary complaints, breathlessness, or cough. On examination, heart rate was 110/min, respiratory rate was 24/min and blood pressure was 110/70 mmHg. Intraoral examination showed extensive, irregular ulcerations with yellow base and erythematous borders on buccal mucosa, palate, dorsal, and ventral surfaces of the tongue. On extraoral examination, both upper and lower lips showed extensive irregular ulcerations and cracking and fissuring with blood encrustation \[[Figure 1](#F1){ref-type="fig"}\]. Nikolsky\'s sign was negative. Systemic examination was normal. A clinical diagnosis of TMP/SMX-induced oral EM was made. This can be considered as a "probable" adverse drug reaction (ADR) as per causality assessment, on Naranjo scale.\[[@ref6]\] Biopsy was taken from buccal mucosa and for culture test; sample was collected from mucosal lesions. Patient was advised to discontinue the TMP/SMX therapy and was treated with oral antihistamines, analgesics, and topical triamcinolone acetonide gel (0.1%) for the oral ulcers. After this, patient was referred for laboratory investigations. The pathology report which came on the next day stated an EM-type drug eruption. Histopathological report showed lymphocytic infiltrate at the epithelial-connective tissue junction and around blood vessels with edema and subepidermal bullae formation \[[Figure 2](#F2){ref-type="fig"}\]. Her hematological investigation which was came after 3 days showed neutrophilia and eosinophilia. C-reactive protein was positive and the erythrocyte sedimentation rate was elevated. Serology tests confirmed that the patient was negative for herpes virus infection. Furthermore, the culture test came as negative. Liver function tests, renal function tests, and serum electrolytes were normal. HIV -- enzyme-linked immunosorbent assay was negative. Depending on the history, clinical examination and laboratory investigations, a final diagnosis of drug-induced oral EM was given. Patient was then prescribed corticosteroids (prednisolone 10 mg) twice a day for 3 days followed by tapering dose for 10 days. By the end of the 3^rd^ week, there was no evidence of mucosal lesions. Rechallenge with TMP/SMX was not performed. On follow-up, after 4 months, she is asymptomatic.

![Erosion with bleeding on the tongue. Edematous lips with hemorrhagic crusts and purulent discharge](AAM-17-43-g001){#F1}

![Histopathological picture shows lymphocytic infiltrate around blood vessels](AAM-17-43-g002){#F2}
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An ADR is defined by the World Health Organization as "a response to a medicine which is noxious and unintended and occurs at doses normally used in man for the prophylaxis, diagnosis or therapy of disease, or for the modification of physiological function."\[[@ref7]\] In immunocompetent persons, the rate of ADRs to cotrimoxazole is only 1%--3%.\[[@ref8]\] A PubMed search using the keywords "TMP/SMX" and "oral EM" revealed that no such case is reported in literature till date. Adverse reactions to systemic drug administration can have different clinical patterns such as EM minor, major, Steven Johnson\'s syndrome, anaphylactic stomatitis, intraoral fixed drug eruptions, lichenoid drug reactions, and pemphigoid-like drug reactions.\[[@ref9]\] According to von Hebra, who first described EM in 1866, the patients with EM should have acrally distributed typical target lesions or raised edematous skin papules with or without mucosal involvement.\[[@ref10]\] In 1968, Kenneth described an inflammatory oral disorder with oral lesions typical of EM but without any skin involvement. He reported nine cases seen at the Eastman Dental Hospital. The common sites involved were lips, cheeks, and tongue. These patients had irregular large ulcers with necrotic tags attached to the borders. When lips are involved the typical blood encrusted lesions were seen. In this series of cases, the typical target skin lesions were seen during the recurrences not in their initial attacks.\[[@ref4]\] Many investigators have suggested this as a third category of EM known as oral EM that is characterized by typical oral lesions of EM but no target skin lesions. Oral EM is a distinct but less well-recognized variant of EM. The diagnosis has to be established by excluding other oral inflammatory and vesiculobullous lesions.\[[@ref3]\] In the present case, patient showed extensive irregular erythematous ulcerations in the buccal mucosa, labial mucosa, tongue, palate, and lips with blood encrustation. The diagnosis was established based on the positive drug history, clinical appearance, and distribution of the lesion and exclusion of other ulcerative lesions. Differential diagnosis includes herpes, autoimmune vesiculobullous lesions such as pemphigus vulgaris or bullous pemphigoid and other patterns of drug reactions. Herpetic lesions are more common in the keratinized mucosa, especially the gingiva. Our case did not have any gingival ulceration. Herpetic ulcers are smaller with regular borders than ulcers associated with EM. Extensive irregular ulcerations in the lining nonkeratinized mucosa as seen in our patients were typical of EM and are not a feature of herpes infection. The presence of a temporal relationship between the drug intake and onset of the disease excludes the possibility of any infectious etiologies.\[[@ref4]\] The positive drug histories associated with onset of ulcerations in our cases ruled out the possibility of other autoimmune vescicullobullous lesions such as pemphigus vulgaris. Unlike pemphigus vulgaris oral EM have an acute onset and does not show any desquamative gingivitis.\[[@ref5]\] Bullous lichen planus lesions that may have similar ulcerations should have Wickham\'s striae, which were absent in our cases excluding it as the diagnosis.\[[@ref4]\]

Other patterns of drug reactions such as lichenoid drug reactions, pemphigoid-like drug reactions that resemble their namesake can be easily differentiated based on the clinical patterns as abovementioned. Anaphylactic stomatitis often shows urticarial skin reactions with other signs and symptoms of anaphylaxis which were absent in our case. In mucosal fixed drug eruptions, the lesions are confined to localized areas of oral mucosa but in our case there were wide spread lesions affecting labial, buccal, palatal, and tongue mucosa along with lip involvement.\[[@ref9]\] Since our cases were evidently triggered by drug intake and they had typical lesions of EM in the oral mucosa and lips without skin involvement, we came to a diagnosis of oral EM.

Adverse reactions to TMP/SMX are due to the hydroxylamine derivative of sulphamethaxazole, i.e., sulphamethaxazole hydroxylamine. EM seems to result from a T-cell-mediated immune reaction to the precipitating agent, which leads to a cytotoxic immunological attack on keratinocytes that express nonself antigens, with subsequent subepithelial and intraepithelial vesiculation, this leads to widespread blistering and erosions.\[[@ref2]\]

Treatment of oral EM is symptomatic and involves treating the underlying causes. However, use of topical steroids and short course of systemic prednisone have been reported to very effective in controlling lesions of oral EM as supported by the dramatic response in our patient. In patients with severe life-threatening adverse reaction to TMP/SMX, alternative drug should be given. However, those who do not tolerate or have recurrent infections despite alternative therapy could be subjected to a trial of desensitization to TMP/SMX under close supervision.\[[@ref11]\]
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